Our data showed that knockdown of MDM2 decreased cyclin D2 expression. Saos-2 cells were from ATCC, and were grown following supplier's protocol. Construction of MDM2 expression plasmids and p53-/-MDM2 transgenic murine lung cells expressing shRNA against MDM2 or GFP has been described earlier (3, 5) . Nucleofection was performed using a nucleofector and nucleofection kit from Lonza following supplier's protocol.
Methods for DNA replication origin firing (6), RNA extraction, generation of cDNA and QPCR have been described earlier (7) and also in the text.
Antibodies and Chemicals: 2A10 antibody was a gift from Arnold Levine. Antibodies against Erk2, chk1, cyclin A, cyclin D2, p73 and p21 were from Santa Cruz Biotechnology, phospho chk1 (pchk1) from Cell Signaling Technology, and were used following manufacturer's protocol.
IdU was detected by mouse anti-bromodeoxyuridine (Becton Dickinson) primary antibody and Alexafluor 594-conjugated rabbit anti-mouse (Molecular Probes) and Alexafluor 594-conjugated goat anti-rabbit (Molecular Probe) secondary and tertiary antibodies. CldU was detected by rat antibromodeoxyuridine (Accurate) primary antibody, and Alexafluor 488-conjugated chicken anti-rat (Molecular Probe) and Alexafluor 488-conjugated goat anti-chicken (Molecular Probes) secondary and tertiary antibodies as described earlier (6) .
Ponasterone A (Invitrogen) was used at 1mM concentration for 24 hours as suggested by the supplier. Wortmannin (Upstate Biotechnology) treatments were carried out at a concentration of 50 nM for 4 hours.
Statistical analysis: Distribution of four types of fibers classified as bi-directional origin, origin clusters, elongating forks and terminating forks over different samples was tested for independence with Fisher exact test or by chi-square test in case the computation of Fisher exact test was not feasible due to computer limitations. The null hypothesis of these tests is that the distribution remains independent of the categories, and a significant p value below 0.05 indicates departure from the hypothesis of independence. All statistical analysis was done using the statistical software R v2.13.0.
